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" The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a}. In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this cx)mmunication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )S Responsive to connmunication(s) filed on 12 November 2002 . 
2a)^ This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) 13 Claim(s) 1-3,6,8-1 4, 18-21, 26-29 and 31-42 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) |EI Claim(s) 1-3,6,8-14,18-21,26-28,31-36,41 and 42 is/are allowed. 

6) ^ Claim(s) 29,37,38 and 40 is/are rejected. 

7) KI Claim(s) 39 is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) [II The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)n accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )□ The proposed drawing correction filed on is: a)n approved b)n disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) n The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a)nAII b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2.\Z\ Certified copies of the priority documents have been received in Application No. . 



3.n Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attach ment(s) 



1 ) IE] Notice of References Cited (PTO-892) 

2) n Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) dl Infornnation Disclosure Statement(s) (PTO-1449) Paper No(s) . 



4) 2^ Interview Sunnmary (PTO-41 3) Paper No(s). 26 . 

5) □ Notice of Informal Patent Application (PTO-152) 

6) n Other: 



U.S. Patent and Trademark Office 

PTO-326 (Rev. 04-01) 



Office Action Summary 



Part of Paper No. 27 
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DETAILED ACTION 



The amendment and response filed November 12, 2002 has been entered as 
Paper #25. Claims 17 and 30 have been canceled, claims 1, 2, 8, 12, 13, 18, 26, 27, 29, 
31, and 36 have been amended. Claims 37-42 are newly submitted. Currently, claims 1- 
3, 6, 8-14, 18-21 , 26-29. and 31-42 are pending in the application. 

Unless otherwise indicated, previous rejections that have been rendered moot in 
view of the amendment to pending claims will not be reiterated. The arguments in paper 
#25 would be addressed to the extent that they apply to current rejection. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 38 and 40 are rejected under 35 U.S.C. 112 first paragraph, because the 
specification as originally filed does not describe the invention as now claimed. The 
original disclosure fails to specify the dose of ionizing radiation as between 50 and 70 
Gray as now claimed, thus they are now considered to be new matter. 

The original disclosure describes the doses of ionizing radiation as between 5- 
20Gy such as example VIII, pages 47-48. To the extent that the claimed methods are 
not described in the instant disclosure, claims 38 and 40 are also rejected under 35 
U.S.C. 1 12, first paragraph, as containing subject matter which was not described in the 
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specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention, since a disclosure 
cannot teach one to make or use something that has not been properly described. 
MPEP 2163.06 notes "When an amendment is filed in reply to an objection or 

REJECTION BASED ON 35 U.S.C. 112, FIRST PARAGRAPH, A STUDY OF THE ENTIRE APPLICATION IS 
OFTEN NECESSARY TO DETERMINE WHETHER OR NOT "NEW MATTER" IS INVOLVED. APPLICANT 
SHOULD THEREFORE SPECIFICALLY POINT OUT THE SUPPORT FOR ANY AMENDMENTS MADE TO THE 

DISCLOSURE (emphasis added). Applicants are invited to specifically point out the 
support for the claimed dosing range, or cancel the subject matter in the claims. 



Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21 (2) 
of such treaty in the English language. 

Claims 29 and 37 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Connelly et al (US 5,935,935). 

Claims are drawn to a pharmaceutical composition comprising a genetic 
construct comprising a nucleic acid that encodes a TNF-a operatively linked to a 
constitutive promoter dispersed in a pharmacologically acceptable carrier, wherein the 



genetic construct is packaged within an adenovirus particle, wherein the adenovirus 
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particle contains a deletion of the E1 region and/or the E3 region of the adenoviral 
genome. 

Connelly et al teach a genetic construct (DNA sequences) encoding therapeutic 
agents may be placed into an adenoviral vector, wherein the therapeutic agent is a 
TNF-alpha (column 1 1 , lines 30-35), wherein the adenoviral vector is packaged as a 
infectious viral particle (column 10, lines 50-55), wherein the vector is free of at least the 
majority of adenoviral E1 and E3 region (column 9, lines 23-25). Connelly et aHurther 
teach that the vector may be administered in combination with a pharmaceutically 
acceptable carrier suitable for administration to a patient (column 1 1 , lines 6-10). 
Therefore, Connelly et al anticipate the instant claims. 

Claims 29 is rejected under 35 U.S.C. 102(e) as being anticipated by Glohoso et 
a/ (US 6,228.356). 

Glohoso et al teach a method of introducing at least one gene encoding a 
product of interest into cells using recombinant viral vectors including adenovirus 
(column 1 1 , line 60) encoding and expressing a cytokine, wherein the cytokine is TNF-a 
(column 12, line 12), wherein the viral particle is introduced to a host in a suitable 
pharmaceutical carrier (column 24, line 21). Therefore, Glohoso et al anticipate the 
instant claims. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 29 and 37 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Zhang et al (US6.143,290), in view of Waltheret al (Anticancer Res 1993 
Sept;1 3:1 565-74). 

Zhang et al teach an adenovirus construct comprising a p53 coding sequence, 
optionally packaged in virions (abstract and the last paragraph in column 2), and 
optionally the adenoviral vector lacks a El or E3 region (column 4, lines 33-42). Zhang 
et al go on to teach that the p53 expression region is under the control of a strong 
constitutive promoter such as a CMV promoter or SV40 (column 3, lines 64-66), and is 
dispersed in a pharmaceutically acceptable solution or buffer (column 5, lines 1-5). 
Zhang et a/ teach other vectors such as retroviral vectors are known to be used in gene 
delivery, but "major problems are associated with using retroviral vectors for gene 

THERAPY SINCE THEIR INFECTIVITY DEPENDS ON THE AVAILABILITY OF RETROVIRAL RECEPTORS ON 
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THE TARGET CELLS, THEY ARE DIFFICULT TO CONCENTRATE AND PURIFY, AND THEY ONLY INTEGRATE 
EFFICIENTLY INTO REPLICATING CELLS", "THERE REMAINS, THEREFORE, A CLEAR NEED FOR THE 
DEVELOPMENT OF NEW METHODS FOR INTRODUCING TUMOR SUPPRESSOR GENES, SUCH AS P53, 

INTO CELLS" (column 2, lines 31-55), Zhang et al use a tumor suppressor p53, not TNF-a 
in the adenoviral vector. 

Waltheret a/ teach a vector construct encoding TNF-alpha packaged in a 
retrovirus particle (paragraph bridging page 1565-66, and 2"^ paragraph in left column 
of 1566). They introduce the recombinant retrovirus into tumor cells causing constitutive 
expression of TNF-a and reduction of tumor growth (abstract). M/a/f/?er ef a/ teach that 
compared to the external addition of TNF-a, endogenous expression of TNF-a could 
use much lower dose yet achieve similar effect, which would reduce the side effect of 
the anti-tumor agent TNF-a. Waltheret al do not teach an adenoviral vector. 

However, it would have been obvious to one of ordinary skill in the art at the time 
the invention was made to modify the vectors taught by Zhang et al or Walther et al, by 
simply using an adenoviral vector for expressing TNF-a with a reasonable expectation 
of success. The ordinary skilled artisan would have been motivated to modify the 
claimed invention because the advantages of adenoviral vectors as taught by Zhang et 
al and the effectiveness in killing tumor cells of TNF-a. Thus, the claimed invention as a 
whole was prima facie obvious in the absence of evidence to the contrary. 

In paper # 25, applicants argue that Zhang et al reference should not be used for 
a section 103 rejection because there is an indication that p53 gene expression was 
rapidly decreased 5 days after the vector administration in the cited patent. The 
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argument has been fully considered, but found not persuasive. This is because as 
taught by Zhang et al and cited foregoing, every type of vectors has its own advantages 
and disadvantages. It is within the knowledge of the skilled in the art to determine which 
vector should be used to express their gene of interest for a particular need. Thus, the 
claimed invention as a whole was prima facie obvious in the absence of evidence to the 
contrary. 

Claim Objections 

Claim 39 is objected to as being dependent upon a rejected base claim, but 
would be allowable if rewritten in independent form including all of the limitations of the 
base claim and any intervening claims. 

Conclusion 

Claims 29, 37. 38, and 40 are rejected. Claim 39 is objected. 

Claims 1-3, 6, 8-14. 18-21, 26-28, 31-36, 41, and 42 are allowable. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
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mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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Any inquiry concerning tliis communication or earlier communications from the 
examiner should be directed to Q. Janice Li whose telephone number is 703-308-7942. 
The examiner can normally be reached on 8:30 am - 5 p.m., Monday through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Deborah J. Reynolds can be reached on 703-305-4051. The fax numbers 
for the organization where this application or proceeding is assigned are 703-872-9306 
for regular communications and 703-872-9307 for After Final communications. 

Any inquiry of formal matters can be directed to the patent analyst, Dianiece 
Jacobs, whose telephone number is (703) 305-3388. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is 703-308- 
1235. The faxing of such papers must conform to the notice published in the Official 
Gazette 1096 OG 30 (November 15, 1989). 



Q. Janice Li 
Examiner 
Art Unit 1632 



QJL 

January 23, 2003 
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